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t hCYP3A&te^<D#OTWiW<Z>fc: hPXRfC^f SIH(D^«! 
<^%3^rmJK±S:Jl!B»^' , e«iS9>f^, 3ttf (B) 75V tf-f^X^* # 
-ten hPXRate^£}Sfi#&/uT*&<5?-f ;^^iAU ^*fci MM&Xttfc 

hCYP3Af§igEtg(Z>?HJJt?£o 

H hCYP3Aa^©^ISiRfi^*©t: hPXRfd^f §II^C©^^< £ =fe> 3 ^ 

*8MM&#i*©fc hCYP3Am#IM®«^o 

te^fc, bl hCYP3A)t^<iD#j®|R^Ct»<3Dt: hPXRtC»-^-r S««©^«s < £ 
3>!rmJWJt£M#^T'&£?^;bX, (B) 7f; 

hPXRa^%ffi*a^Jfe«9>f hCYP3A» 

[»#3f4] (a) ^^^^ F/<^^-JC, ISfefflWUfel/tf-*-*^ 
fci hCYP3A&^<Z>#«J$WI^#<Z>fc b?XRKM&-?ZM1£<D'J>te <H*)3T 

ffi&>±%m&&/uT*i&z>Mk*m alt hmmmz&mir&z. 

[o o o i ] 
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[0 0 0 2] 

mmttrnKm^tzmm® e> % t/ h # □ ap45<>. # {ccyp3a&, n£#/©^3frtt. 

[0 0 0 3] 

m^o)CY?3mmm<Dm^m.tLxit. t hcYP3AcsspgEtg&$!i5£i-£tf)T*£ 

< , ^ y h &C £ -5 CYP3A*?? & -5 CYP3A1 X kfcCYP3A2tf) gg&IB & fflfe *T 3 £ £ {C J: 

[0 0 0 4] 

[0 0 0 5] 
[g&0£fl?&-f 3 fc#)(Z>#^] 

1/ -fe ^ # - PXR (Pr egnaneX Receptor) Mte^ £ iiS /u £ ? -f ;U X £ M V ^ T ^ ? 
X &C W S t: h CYP3Aif S:ISbfci:35, &#&$Dt9W}ii§T* £ £ ^ £ 
SrMffibfco fttS e>&C«8&ai#)£:£::5, (A) y-rV ^-Y 9- — 

{C, hPXR^«©^^< 3^mjgui££jfi<fr#^ 

£?^f;i/>u &z>* (b) J jix^z b?imfc** : m&&/v%: 

-)>f^ffl2o©^;i/^l:#Abfet h^#$BJSa^(invitro)X»#t: M&%( 
in vivo)T*b7K-#-ryiZ-r tfcfeSij&tMi— ^ KfcMV^^ 

^JCj:b^T^i®^}CiESSiCli hCYP3Af§^tg;&m£T*£££fc£iimbfe 0 £fc 
. (a) 7^;*^ K^#-tC, femvIMte ]/tf-#-mte*£. HhCYP3A® 
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[0 0 0 6] 

hCYPSAJI^CD^fBSKflB^tfCDt hPXRicM^-r-Blfi*® 
i:%3>!rmJ^-hS:M*^T'^S^-r;i^X, (B) 

[0 0 0 7] 

, t hCYP3A»£^©#lfiR«ci£cDt: hPXR{C^-r§fI^(3D^^< 
Je^±§:M*ii^ , T?^SDNA&#ALT^S^«g|H hig#M£u tt4fWRr& 

[0 0 0 8] 

^t, t: hCYPSAatte^o^asKiS^^cDt: hPXRfcMil^£«!c<z>4>&< t% 3 
^/?fJ^J:£^&^&S?-Y;i/;*, &t>* (B) y<rJ tf-f/i*;*"** #-JCfc k 
PXR3tte^£jfii*&A/ v e&3'?-'f - £ &#^£-T3ti hCYP3AaH» 

[0 0 0 9] 

fc: hCYP3A»^©#l®iR|g^cfi(Dfci hPXR}C^t--SfW©^^ < £ =fe> 3 >!r 

tZmmttZtb CYP3A^^|gM^^a £ ll^lT & % <Z> T* & <5 0 
[0 0 10] 
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(A) T^V tf-f;i/:*/<*#-ic. ^m«ri§J&l/)K-^-it^i:> fc: hCYP3 
?>r;i/;* (b) ] „ 

[0011] 

(A) (B) KMv^;ftsy^7 ^ i, 

>fM^^-tbtit Ad5dIXX»AdEasy^#tf.^tl-5o 
[0 0 12] 

?-f;i/X (A) fcMv%e>4x§^ffiBTtg^i/^-^-M^i:LT}^ ^mnffg 

&*yA?X&Bmit^- £»^T*&*U£ J: <U #J^.«GFP(Green Fluore 
scent Protein) Jt^-?, GUS(0 - Glucuronidase) LUS(Lusiferase)3tfe 
GAT(ChloramphenicoIacetyl transf erase) 51^^-^^^ if P> *l£„ TfrflR© b 
rff-^-Jt^t GTfcfcGFP, LUS, CAW#^e>tl^o 
[0 0 13] 

^>r;b^ (a) izm^bftzt hcYP3mte*<D&mMm®tp<Dn bPXRiz^ 

■*&ffi. : mv>'pi&< 3 >5r)frJ^_hi: l/T«, H hCYP3A4^|H^<Z)#S®lRM^<£tf) 

7.7k(dNR-l)fm 362(ER-6)«C> 7.6~7.4k(MIE)tfI^;&tf > 7.3kM^ 

*l£ 3 ^mJWi:##tf 7.7kfl^c % 7.6~7.4kfI^^362MW#tC^ 

l^Xtt2>^^m^W?:ffiv^fe^^c«fc: hCYP3A^^<7)^ 
^#+#T'&<, tl hCYP3A^fg^iEa{CM^T'^^V\ 0 
[0 0 14] 

ZlZl-eb: hPXRte^ftlz-fe:/*-©— ^Pregnane X Receptor*fr£^& y , 
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hCYP3A©*^K:»#^5£fc#&e>*lTVx*. L^U H hCYP3Aifrfc^tf)#i© 
SR«$c#©fc NPXR&C^f SfJiO 3 4rflrJ6*±#* fcl hCYP3A©»3StcfiS*e* 

[0 0 15] 

* H h CYP3A tltlt UN CYP3A4, CYP3A5. CYP3A7S:t>*CYP3A43^#tf £ *l 
[0 0 16] 

9>f;i/^ (A) t:hPXR|C^-r§fS^©A{>^<t%3^mJSAJ:, 
«*.tf7.7kflg« % 7.6~7.4k1H«2fcOt362««&LDC»^©±*»C3ft»Ufe 

[0 0 17] 

*>f;i/;* (B) JCMV^tlSb: hPXRitte^i:LTl£. fc: hPXR cDNA#W£ 
[0 0 18] 

^>f;i/X (B) M^.^Molecular cloning(Maniatisetal)|B«CD^ 

&&C$£oTSgigL£:fc. HPXRit^^T^y Jl^KV $ -(DElk • EIBSfrfc-? 

[0019] 

#s&istca3v*THu 3tie>©^-r;i/x (a) rw^jix (b) ^^^^ 

[0 0 2 0] 

httf&fcLTtt, v^*, 'e^y k 4*. 
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Kttwa-^^rf&ti*. £&tt«mtt<z)&£*i;i:, «j*a#*s:#itLT»3e 
**itf,fcv\, stt h&m^w^jix (a) (b) ©iA^i^Ltit 

[0 0 2 1] 

th§i«liSi:bTlt He P G2, LS174T, Hela, Caco-2^##&f e>*i£#^ Hep 
G2. LS174TjW!G«F*LV\, Slth^iillt 

(B) <z>^A«, »flSJc^>f^&*ifii"r«*JC«fcyff^©^»*Lv^ 

[0 0 2 2] 

(a) y^Xi* F^#-iC, Iftffl^tgfel/sK-^Hftfc^fc, fchCYP3A» 

hPXR{CM-^ , rsfl^©^^< £%3>rffi£A±Zm&& 
/u"??&5DNA CDNA (a) ] . 
[0 0 2 3] 

DNA (a) SC^e>*l£:/^;*5 K^?#-£ LTIZ. U - — 

<f h fc^^S^? M^.lSpGL3Basic Vector (promegafcfc), pDSRed 2-l&£* 

©GFPitfe^ &-^fr^#~(Cl on techft) ^ W 6 *l S o 
[0 0 2 4] 

DNA (a) JCM^&JlSfcfflWffifcl/aK-*-^^ t KYP3A*<fr?<Z>#W. 
[0 0 2 5] 

DNA (a) (Dftmi*. Kb?WKm'&-*&mm<D'J>l3i<Z.%3>rffi&>±* MZ.lt 
7.7mm. 7.6~7.4k^&tf362^£SgMbfc lxsK— # - Srf^SHU 

6 ffiSE#2 0 0 3 - 3 0 
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[0 0 2 6] 
[0 0 2 7] 

MV^ £»tl<5 H h i« il LTi£> He P G2. LS174T. Hela, Caco-2^#^?> 
*15#> HepG2, LS174T##&C£F£LV> 0 DNA (a) £##LT V^&^m&iMl 
<D3Sm> IBftJgfal bfclft© # -itfe^l^* SrtBff^ftttf «fc \>\ 
[0 0 2 8] 

3G)i:d{cm^#LT%DNA (a) &^bT5&S^«^g|t: h^jfflfiSS: 
[0 0 2 9] 

atjf (B> 2-5 H^tcjffBi, «nn^©K»(f»©i/aK-*-?stt&«)e'r' 

ffi^ s r £ iz <fc y ff*> *i -5 . 

[0 0 3 0] 

jK- # -tS'ffi zmm-? 5 £ i: ic «fc y ff *>ti* c 

[0 0 3 1] 

#>f;i/X (A) J&tf (B) &ffiv*s##i8W}£*©3t3, #fchifr#&#:M 

[0 0 3 2] 

7 ffil£#2 0 0 3 - 3 0 3 6 7 6 7 
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[0 0 3 3] 

a. mm-fim 

CD vjfr* (a) <Ditm 

mmX-TrS V^J\sX(Dftmfc$>&*), CYP3A43fr&^i:^(-362 to + 

ii)£pcR&ic£ y#$tu fflm&mzsiiu Hind iiiT*mmvtc.m^ ^n^e- 

#-£#£&VMft# JVJV l/y^ — # # -pGL3-Basic&Cjf A b fepGL3-CYP3A 
4-362 fctf^bfco #C&C, $ 6 ^CYP3A4it^±»R-l33 J: t>*Major Inducible E 
lement(MIE)&#t?^^c(-7836 bp to -7208 bp) &PCRIC J: »J J£g6lf-^ D -~> 
yifet, pGL3-CYP3A4-362(DBglIIJ3J:mba I1M MC#AU PGL3-CYP3A4-3 
62-7K£f£§gb£o r (DpGL3-CYP3A4-362$:^|5S^Xmn I^?t&C-l2J®TbT> n 
F^^^-pAxc W $:SwaIiCcfcy^miC-fe7J^Tbfe^}Ciia*^fc*o IO^> 
t-h»ax^ K^^^--i:fffPI^^S^r7-V^-r;i/XDNA-TPC?:293 
iHO^IifHffC^AU $BMWT*(Z)ffiMmAiCj: BlftCD»i7-f JVX (A) (AdC 
YP3A4-362-7K)£f£§gb£(HJl)o 3; AdCYP3A4-362^-f ;i/^=fof^bfe^ d 
tl»5felCM^fe-7836bp^P,-7208 bp£#i; &V^>f ;b*.-e&£ 0 
[0 0 3 4] 

(2) ^>f;bX (B) (Dfcm 

hPXRJt^SrH hlfcDNA^-f >^ U -j^ bPCRJC J; y ?D-^>^U CMV^n 
_ ^^^-/^^^ KpCMV4©BamHK Hind IIIif-f MC#A b £: (pCMV4-hPX 
R) 0 KfcSca lie J: U 5p?i&C-gjliT U J^T> ffozS<Z>?-f (A) 

iHHacD^jlilCfcU, ?-(JlX (B) (AdhPXR)©ftig?:fe-^o^:(IS2)„ 
[0 0 3 5] 

(3) in vitroyy-fe^ 

^«®3fc^bfe«k^(cfeziJ&ofeo i-&;bt>, j&ffiJMi^x^&fcy 2.0x1 
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V\ JVXffiW&&1%m%kfcMM*m$lLf=.a HJ&UfciWJSttReporterLysis Bu 
f f er (RLB) £ % V * X h , * © MfflgtigftHlK fcffiV^^^x^- if 

[0 0 3 6] 
(4 ) in vivoT y -fe^f 

*/ y x. 5 - nm&amm & £ r & o (®4) . 

[0 0 3 7] 

B . Hci^M^ 

®5C AdCYP3A4-362'i7-r;VX &MV>T^#MJ8S^©||%tC<I: &CYP3A4<Z>^ 
hiC^Lfe#-^, -f5Ttl ; feCYP3A4(D^#$:5f^®r-t-^il^?>tlTV>S^, tf» 

[0 0 3 8] 

©6C ^-r;i/7. (A)- (AdCYP3A4-362-7K)&Jg^T, AdCYP3A4-362 ? >f ;b X i; 
£ *U AdCYP3A4-362>7 -f T? & tl&fr ofc'J 77>^^>iCJ:6^i/ 
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yai^-if 0?gf£±###. £ *l (5#) „ ZLtllZV^frX (B) (AdhPXR)tC J: ijh 

-/W***l^*U5fflK 60^i:^^;i/X (B) (AdhPXR) ^igSpJ: y =&&<&^g 
[0 0 3 9] 

^iCddYmaffiV^fc^T, in vivo-ZommWMftiMZIf o ^&«10 
Oae/kgoMS-eiHliasHraiftJI^ftS^L/fc. 2[@g©^ig#^4B#|!5&c > ^-r 
, AdCYP3A4-362^>f^/^&JKjertK:«-^L, 2 0^{CjfFffiiM*, Rtm$<DJV*/ y 

tt _h # it n > N n - ;i/ {C *f L T 5 s * I?" * -9* */ > £ J: t>* V 7 7 > fcT 2/ > T*^J 5#, 
[0 04 0] 

^HM{CfeV%T^>r^X (A) (AdCYP3A4-362-7K)£^-f (B) (AdhPXR 
3A4-362 Jl/XUVJ J\/X (A) ( AdCYP3A4-362-7K) <Z> * n h U V!/ - ;WC J; S 

nm<D&mz%>mL&£z?>. mMx-v^ummzy 4 jv* (a) udcYP3A4- 

<fc U%^LVN=fe©-e^> o fe(1000^)(|S8) o 
[0 0 4 1] 

?-f;i/;* (A) (AdCYP3A4-362-7K)£:?^;i/* (B) (AdhPXR) &|sWC 
U 7T>fcf^>{C e fc§^^PXR^JgfC c fcS0#$:^|vfLfe o tf-Y 
/l/* (B) (AdhPXR)^#^^«S#^>f;i/^*S:^*)-&Sfe«)C, =r>hn- 
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;b?-f;i/X£LTAxCALacZ£ig#b£o -economy 77 >fcfS/>T?n> hn-;i/ 

•>-f;i/^^(^9^.){C*fb, <7-f;i^ (B) (AdhPXR)#ffl^^JCiffV>(Jl&320#) 

H hPXR££gg&$i*£ y V7*JfflH&cfcV%T, y 
7T>fcT^>ig#lCj:St hMcDCYP3A4ii#£M&££j&^fB£&ofc(|g9) 0 

ffMB£ifcftt-£fc#)JC, ^-f;i/^(AdCYP3A4-362-7K)i:^-r;i/^ (B) (AdhPXR) 

[0 0 4 2] 

( 1 ) 5&&ft3U!|c<Z>#lll 

PCR&iC «fcyt:I-4V^y* DNA^ £ CYP3A405' - 7 ^ > > ^fl^+15^ e> -36 
2bpfe J; tF-7208bp^ 6>-7836bp* ^ HHJC^ L £ pGL3-Bas i cvecto 
r©WIBai*-9->f h IZWX L> X PCYP3A4-362-7K £ tfrffi V pCYP3A4-362-7K£Bam 

KBFP £ MM fCBgl 1 I&Ji L/ PCYP3A4-362-7K £ BFP & ^- tl-?ti5 : 1 ©#J-£7? ^ >f 
2/ 3 > Lfc. 3tf>pCYP3A4-362-7K£BFP© 3>^ h5^h $:He P G2M{C U > 

3>©^-#-£LT^*^>>:y£Mv%fc#, z.<DV**risy<D&mMm*®:%. 
tzfcmz&bfrv&^ffimMkZftvfro roM^j: y >f*^i/><z>^$:9oo 

y^y h>7fa-7'i:ii^ ^^fon«U if LWAVx.fryis- 
S2#K:£Lfc. ±fH©24^x;i'^i/- s^n>7i/> Mc&o££ci57?;i^ 
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(2) MMmm&ft 

24V3,)]/7U-hlZ1.0XlQ 5 /*eUT*M8&Z£< o SB, lli®Aof^f 

^^#10 n m t & § £ e> L 2 h -y x 5 - if l 

feo 

mnzmw&%. ?BSKTm&t&. mA<D?Bsz$a^ mm^m^Lxm^ 

£ 0 A°C, 15,000r P mT?5^r^^t>U, _h» &3t»J BfeVxfeft, ReporterLysis Buffe 
r(Primega)$:100ml^A, -tftlCMWhtc^ -80^ T?6B8mU:##Lfc. 
(4) ;i/J/7i7-€»IS 

I^bfeUMM^^St^b, 4°C, 15,000rpmT*5^r^t>Lfc o _h?»2 
Ofi UC Luc if eraseassay system (Pr omega) £35# liDX-TTurner Desingns Lumino 
meter Mode lTD-20/20(Pr omega) IrtML/Tfi'o Tz. a 
Delay time: 3sec 
Integrate time:60sec 
Sensitivity:60.1I& 
^e>nfeffitt^>A^^*(Bradford^)&ffV\ # jn?ffiiELfe. 
&012&C^-f\ 

h CYPSmmm ifi inv i tr oT*$!f j£ T* £ £ Z. H ifi t> * o . 
[0 0 4 3] 

CBi] 

(A) (AdCYP3A4-362-7K)^^;bX(Z)f^^JlM$:^f 
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[EI 2] 



tf-f;b* (B) (AdhpxR)^ ;i>x<Dftm^M*7F-tB-e$>z> a 

[0 3] 
[04] 
[05] 

*&§6<HJ&JCAdCYP3A4-362#>f SrlSSfe 3 l/jtf- # -?Sf£^©IIS<» 
©f^S£^0T?&£(DMSO:^*^;i,;*;V7ftdf F, DEX:-^ -U-y RIF: 

[0 6] 

•?-r;i/^ (B) (AdhPXR)& &Tf*7<iri* (A) (AdCYP3A4-362-7K) £&#ffljBS 

^;i/X;i/>fc3f F, DEX:^dp-9-^-9-y>, RIF: y 7 7 > fcTi/ CLO^nhUV 
»«:10*10„ 
[07] 

AdCYP3A4-362&«#Lfcv#XjffFtC;J3tt* «fcZ>*^^ hxfn>6 

^-7K^fc?S^^©^%00#^^i-^l?fe§(DEX:5 ; ^r^^-9-y'>> RIF: V 7 T 
CLO:*n b U &#*:100mg/kg/dayX3) o 
[08] 

(B) (AdhPXR)%V^^JC|ir«f|a#bfe»-&<Z)AdCYP3A4-362^>f^/^ 
(A) (AdCYP3A4-362-7K)lC«fcS«^#^©ifc4^S:^i-0T?«>S (CLO:^ n h U 
V */-/!/, Cont:n> hn-;K tg#i:100mg/kg/dayX3) o 
[09] 

^^f;i/^ (B) (AdhPXR)^#fCj;§ >Tii7^CYP3A^(Z)t: MbS:^i-0^feS( 
RIF: U 7r>tf i/y, Cont:n> tg#4:100mg/kg/dayX3) o 
[010] 

tf-OU* (A) (AdCYP3A4-362-7K)£-?-Y;i/* (B) (AdhPXR) £ m*®&$ b 
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RIF: U yyy\£ i/y^ CL0:# n h'JV!/-A, Cont:n> h n-;i/ 
, t^*:100mg/kg/dayX3) o 

[Efl2] 

DNA (a) S:iAlfciI«iai (3cS»3S«:) &#V>fe«-£© * - 
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[02] 
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